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Box No, I Basis of the report 



1. With regard to the language, this report is based on the international application in the language in which it was 
filed, unless otherwise indicated under this item. 

□ This report is based on translations from the original language into the following language 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 and&r 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 

Description, Pages 

1-39 as originally filed 

Sequence listings part of the description, Pages 

1 as originally filed 

Claims, Numbers 

1-23 filed with telefax on 25.07.2005 

Drawings, Sheets 

1A15-15/15 as originally filed 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify}: 

□ any table(s) related to sequence listing (specify): 

4 - ° This report has been established as if (some of) the amendments annexed to this report and listed below 
had not been made since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 1 ,e 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. " 
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Box No^ III Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 



1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
E claims Nos. 9-14 

because: 

H the said international application, or the said claims Nos. 9-14 (with respect to industrial applicability) relate 
to the followfng subject matter which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos are so unclear 
that no meaningful opinion could be formed (specify): ,wwr 

D cotild t^omS^ ° laimS N ° S " S ° inadequatefy su PP° rted b Y ^ description that no meaningful opinion 

□ no international search report has been established for the said claims Nos. 

□ the nucleotide ancLbr amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: ^ 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 
□ does not comply with the standard - - ... 

□ the tables related to the nucleotide andbr amino acid sequence listing, if in computer readable form onlv do 
not comply with the technical requirements provided for in Annex C-ttsof the Administrative Iretructffi 

□ See separate sheet for further details 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, Inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-4,9-14,19-23 




No: 


Claims 


5-8,15-18 


Inventive step (IS) 


Yes: 


Claims 


1-4,9-14,19-23 




No: 


Claims 


5-8,15-18 


Industrial applicability (IA) 


Yes: 


Claims 


1-8,15-23 




No: 


Claims 





2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No. VHI Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

3. 1 Claims 9-14 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with respect to 
the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(l) PCT). 

Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

5.1 The present application does not meet the criteria of Article 33(1) PCT, because the 
subject-matter of claims 5 - 8 and 15 - 18 is not new in the sense of Article 33(2) PCT. 

Claims 5 - 8 relate to an article of manufacture comprising a packaging material and 
compounds of formula (I). However, a claim for a package or a kit consisting of or comprising 
a product together with instructions for its use in a medical treatment amounts to a claim for 
a first medical v$e . Such a claim is not novel if it is not the first time that the product has been 
used in a medical treatment or pharmaceutical application. 

It is pointed out that the pharmaceutical use of compounds falling under formula (I) 
(phenol red, pyrocatechol violet, phenolphthalein or bromophenol red) is well known and 
documented in the related art: phenol red serves as diagnostic aid for renal function 
determination, pyrocatechol violet is used for spectrophotometric determination of elements 
and phenolphthalein and bromophenol red are known acid/base indicators. 

Because the prior art contains statements of the pharmaceutical use of the claimed 
compounds, novelty of claims 5 - 8 can not be acknowledged. The same reasoning applies 
to novelty of claims 15-18 relating to first medical use of compounds of formula (I). 

5.2 Consequently, claims 5 - 8 and 15 - 18 also lack inventive step in the sense of Article 
33(3) PCT. 



5.3 For the assessment of the present claims 9 - 14 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The patentability 
can also be dependent upon the formulation of the claims. The EPO, for example, does not 
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recognize as industrially applicable the subject-matter of claims to the use of a compound in 
medical treatment, but may allow, however, claims to a known compound for first use in 
medical treatment and the use of such a compound for the manufacture of a medicament for 
a new medical treatment. 

Re Item VIII 

Certain observation on the international application 

8.1 As set out in Article 6 PCT, claims shall be clear. Therefore, the meaning of the terms 
of a claim should be clear for the person skilled in the art from the wording of the claim alone . 
It is submitted that this requirement is not met in the case of claims with regard to the 
expressions 'amyloid-destabilizing antibody ", "amyloid-destabilizing peptide" and "anti- 
amyloid small molecule". 

An attempt is made to define the compounds by their pharmacological profile, rendering 
the protection of said claims obscure. It is pointed out that a compound cannot be sufficiently 
characterised by its pharmacological profile or its mode of action. The use of such functional 
definitions is vague and unclear and leaves the reader in doubt as to the meaning of the 
technical feature (i.e. the compounds) to which it refers. 

8.2 The term "prodrug" (claims 1, 5, 9, 15 and 21) is vague and unclear and leaves the 
reader in doubt as to the meaning of the technical feature to which it refers, thereby rendering 
the definition of the subject-matter of said claims unclear (Article 6 PCT). 
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WHAT IS CLAIMED IS: 

1 - Use of a compound having the general Formula I: 




Formula I 

a pharmaceutical^ acceptable salt thereof or a prodrug thereof, 
wherein:, 

X, Y and 2 are each independently selected from the group consisting of 
carbon, oxygen, sulfur, CR u Ri2 or Ri^R^OCRisRte, provided that at least one of X, 
Y and Z is oxygen or sulfur; and 

R|-Rj$ are each independently selected from the group consisting of 
hydrogen, lone pair electrons, hydroxy, alkyl, cycloalkyl, phenyl, alkoxyphenyl, 
thioalkoxyphenyl, aryloxyphenyl, thioaryloxyphenyl, carboxyphenyl, 
thiocarboxyphenyl, phenol, hydroxyphenol, dihydroxyphenol, aryl, aikenyl, alkynyl, 
heteroaryl, heteroalicyclic, halo, alkoxy, aryloxy, thiohydroxy, thioaJkoxy, 
thioaryloxy, C-carboxy, O-carboxy, thiocarboxy, carhonyl, oxo, thiocarboayl, 
sulfinyl, and sulfonyl, or absent, or, alternatively, at least two of R1-R4 and/or at least 
two of R5-Ri« form at least one five- or six-membered aromatic, heteroaromatic, 
alicyclic or heteroalicyclic ring, 

whereas: 

at least one of R1-R4 is selected from the group consisting of hydroxy, 
thiohydroxy, alkoxy, thioalkoxy, aryloxy, thioaryloxy, carboxy and thiocarboxy; 
and/or 
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at least one of R5-R16 comprises phenol, alkoxyphenyl, thioalkoxyphenyl, 
aryloxyphenyl, thioaryloxyphenyl, carboxyphenyl, thiocarboxyphenyl, 
hydroxyphenol, and dihydroxyphenol, 

with the proviso that when X is carbon and Y is R^R^C-CRisR^ Z is 
carbon or sulfur, 

for the manufacture of a medicament identified for the treatment of amyloid- 
associated diseases. 

2. The use of claim 1 , wherein: 
X is carbon; 

Y is oxygen; 

Z is carbon or sulfiir; and 

at least one of R5 and is oxo. 

3 . The use of claim 2, wherein at least one of R? and Rio is selected from 
the group consisting of alkoxyphenyl, thioalkoxyphenyl, aryloxyphenyl, 
thioaryloxyphenyl, carboxyphenyl, thiocarboxyphenyl, phenol, hydroxyphenol and 
dihydroxyphenol. 

4. The use of claim 1, wherein said compound is selected from the group 
consisting of phenol red, dimethoxy phenol red, methoxy phenol red, diacetoxy 
phenol red, acetoxy phenol red, pyrocatechol violet, phenolphthaleine, 
hydroxyphenyl, and bromophenol red. 

5. An article-of-manufacturc comprising a packaging material and a 
pharmaceutical composition identified for treating amyloid-associated diseases being 
contained within said packaging material, said pharmaceutical composition 
including, as an active ingredient, a compound having the general Formula I: 
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Formula I 



a pharmac-eutically acceptable salt thereof or a prodrug thereof, 
wherein: 

X, Y and Z are each independently selected from the group consisting of 
carbon, oxygen, sulfur, CRuR 12 or RnRuC-CRisRw, provided that at least one of X, 
Y and Z is oxygen or sulfur; and 

R1-R16 are each independently selected from the group consisting of 
hydrogen, lone pair electrons, hydroxy, alkyl, cycloalkyl, phenyl, alkoxyphenyl, 
thioalkoxyphenyl, aryloxyphenyl, thioaryloxyphenyl, carboxyphenyl, 
thiocarboxyphenyl, phenol, hydroxyphenol, dihydroxyphenol, aryl, alkenyl, alkynyl, 
heteroaryl, heteroaltcyclic, halo, alkoxy, aryloxy, thiohydroxy, thioalkoxy, 
thioaryioxy, C-carboxy a O-carboxy, thiocarboxy, carbonyl, oxo, thiocarbonyl, 
sulfinyl, and sulfonyi, or absent, or, alternatively, at least two of R1-R4 and/or at least 
two of R5-R16 form at least one five- or six-membercd aromatic, hetero aromatic, 
alicyclic or heteroalicyclic ring, 

whereas: 

at least one of R1-R4 is selected from the group consisting of hydroxy, 
thiohydroxy, alkoxy, thioalkoxy, aryloxy, thioaryioxy, carboxy and thiocarboxy; 
and/or 

at least one of Rs-R^ comprises phenol, alkoxyphenyl, thioalkoxyphenyl, 
aryloxyphenyl, thioaryioxyphenyl, carboxyphenyl, thiocarboxyphenyl, 
hydroxyphenol, and dihydroxyphenol, 

with the proviso that when X is carbon and Y is Ri 3 Ri4C-CR l5 R >6 , Z is 
carbon or sulfur, and a pharmaceutical^ acceptable carrier. 
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6. The article-of-manufacture of claim 5, wherein: 
X is carbon; 

Y is oxygen; 

Z is carbon or sulfur; and 

at least one of R5 and is oxo. 

7. . The article-of-manufacture of claim 6 7 wherein at least one of R$ and 
Rio is selected from the group consisting of alkoxyphenyl, thioalkoxyphenyl, 
aryloxyphenyl, thioaryloxyphenyl, carboxyphenyl, thiocarboxyphenyi, phenol, 
hydroxyphenol and dihydroxyphenol. 

8. - The article-of-manufacture of claim 5, wherein said compound is 
selected from the group consisting of phenol red, dimethoxy phenol red, methoxy 
phenol red, diacetoxy phenol red, acetoxy phenol red, pyrocatechol violet, 
phenolphthaleine, hydroxyphenyl, tocopherol, and bromophenol red. 

9. A method of treating an amyloid-associated disease in a subject, the 
method comprising administering to a subject in need thereof, a therapeutically 
effective amount of a compound having the general Formula I: 




Formula I 

a pharmaceutical^ acceptable salt thereof or a prodrug thereof, 
wherein, 
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X, Y and Z are each independently selected from the group consisting of 
carbon, oxygen, sulfur, CR11R12 or RhRmCCRuRu, provided that at least one of X, 
Y and Z is oxygen or sulfur; and 

Rj-Ri$ are each independently selected from the group consisting of 
hydrogen, lone pair electrons, hydroxy, alkyi, cycloalkyl, phenyl, alkoxyphenyl, 
thioalkoxyphenyl, aryloxyphenyl, thioaryloxyphenyl, carboxyphenyi, 
thiqearboxyphenyl, phenol, hydroxyphenol, dihydroxyphenol, aryl, alkenyl, alkynyl, 
heteroaryl, heteroalicyclic, halo, alkoxy, axyloxy, thiohydroxy, thioalkoxy, 
thioaryloxy, C-carboxy 7 O-carboxy, thiocarboxy, carbonyl, oxo, thiocarbonyi, 
sulfinyl, and sulfonyl, or absent, or, alternatively, at least two of R r Rj and/or at least 
two of R5-R16 form at least one five- or six-membered aromatic, heteroaroxnatic, 
alicyclic or heteroalicyclic ring, 

whereas, 

at least one of R1-R4 is selected from the group consisting of hydroxy, 
thiohydroxy, alkoxy, thioalkoxy, aryloxy, thioaryloxy, carboxy and thiocarboxy; 
and/or 

at least one of R5-R16 comprises phenol, alkoxyphenyl, thioalkoxyphenyl, 
axyloxyphenyl, thioaryloxyphenyl, carboxyphenyi, thiocarboxyphenyl, 
hydroxyphenol, and dihydroxyphenol, 

with the proviso that when X is carbon and Y is Ri3Ri4C-CR i5 Ri6, Z is carbon 
or sulfur, thereby treating the amyloid-associated disease in the subject 

10. The method of claim 9, wherein said administering is effected at a 
concentration of said compound not exceeding 4mg/Kg body weight/hour. 

1 1 . The method of claim 9, wherein said administering is effected orally. 

12. The method of claim 9, wherein: 
X is carbon; 

Y is oxygen; 

Z is carbon or sulfur; and 

at least one of R$ and R* is oxo. 



AMENDED SHEET 



25-07-2005 2005 15:39 6. E. EH RL 1 CR (1995) L A fO. 



No. 0484 'IL0400890 



45 

13. The method of claim 12, wherein at least one of R$ and Rjo is selected 
from the group consisting of alkoxyphenyl, thioalkoxyphenyl, aryloxyphenyl, 
thioaiyloxyphenyl, carboxyphenyl, thiocarboxyphenyi, phenol, hydroxyphenol and 
dthydroxyphenol. 

14. The method of claim 9, wherein said compound is selected from the 
group consisting of phenol red, dimethoxy phenol red, methoxy phenol red, 
diacetoxy phenol red, acetoxy phenol red, pyrocatechol violet, phenolphthaleine, 
hydroxyphenyl, tocopherol, and bromophenol red. 

15. A pharmaceutical composition, for use in the treatment of amyloid- 
associated diseases, comprising a therapeutically effective amount of a compound 
having the general Formula I: 




Formula I 



a pharmaceutical^ acceptable salt thereof or a prodrug thereof, 
wherein, 

X, Y and Z are each independently selected from the group consisting of 
carbon, oxygen, sulfur, CRuR I2 or Ri 3 Ri4C-CR l5 Rr«, provided that at least one of X, 
Y and Z is oxygen or sulfur; and 

R r R I6 are each independently selected from the group consisting of 
hydrogen, lone pair electrons, hydroxy, alkyl, cycloaikyl, phenyl, alkoxyphenyl, 
thioalkoxyphenyl, aryloxyphenyl, thioaryioxyphenyl, carboxyphenyl, 
thiocarboxyphenyl, phenol, hydroxyphenol, dihydroxyphcnol, aryl, alkenyl, alkynyl, 
heteroaryl, heterocyclic, halo, alkoxy, aryloxy, thiohydroxy, thioalkoxy, 
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thioaryloxy, C-carboxy, O-carboxy, thiocarboxy, carbonyi, oxo, thiocarbonyl, 
sulfinyl, and sulfonyl, or absent, or, alternatively, at least two of RpR* and/or at least 
two of R5-R16 fonxi at least one five- or six-membered aromatic, heteroaromatic, 
alicyclic or heteroalicyclio ring, 
whereas: 

at least one of R1-R4 is selected from the group consisting of hydroxy, 
thiohydroxy, alkoxy, thioalkoxy, aryloxy, thioaryloxy, carboxy and thiocarboxy; 
and/or 

at least one of Rs-Rje comprises phenol, alkoxyphenyl, thioalkoxyphenyl, 
aryloxyphenyl, thioaryloxyphenyl, carboxyphenyl, thiocarboxyphenyl, 
hydroxyphenol, and dihydroxyphenol, 

with the proviso that when X is carbon and Y is R 13 Ri4C-CRjsR 1 <j, Z is 
carbon or sulfur, and apharmaceutically acceptable carrier. 

16. The pharmaceutical composition of claim 15, wherein: 

X is carbon; 

Y is oxygen; 

Z is carbon or sulfur; and 

at least one of Rj and R$ is oxo. 



17. The pharmaceutical composition of claim 16, wherein at least one of 
R9 and Rio is selected from the group consisting of alkoxyphenyl, thioalkoxyphenyl, 
aryloxyphenyl, thioaryloxyphenyl, carboxyphenyl, thiocarboxyphenyl, phenol, 
hydroxyphenol and dihydroxyphenol. 

1 8. The pharmaceutical composition of claim 15, wherein said compound 
is selected from the group consisting of phenol red, dimethoxy phenol red, methoxy 
phenol red, diacetoxy phenol red, acetoxy phenol red, pyrocatechol violet, 
phenolphthaleine, hydroxyphenyl, tocopherol, and bromophenol red. 

19. The pharmaceutical composition of claim 15, further comprising an 
anti-amyloid drug. 
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20, The phaimaceutical composition of claim 19, wherein said anti- 
amyloid drug is selected from the group consisting of an amyloid-destabilizing 
antibody, an amyloid-destabilizing peptide and an anti-amyloid small molecule. 

21 . A compound having the general formula II: 

o 




a pharmaceutical^ acceptable salt thereof or a prodrug thereof, 
wherein: 

Qi and Q 2 are each independently selected from the group consisting of 
oxygen and sulfiir; and 

A| and A 2 are each independently selected from the group consisting of 
hydrogen, alkyl, aryi, cycloalkyl and carbonyl, 

whereas when Qi and Ch are each oxygen, one of A x and A2 is hydrogen and 
the other is selected from the group consisting of alkyl, cycloalkyl, aryl and 
carbonyl. 

22. The compound of claim 21, wherein Qi and Q 2 are each oxygen, one 
of Ai and A 2 is hydrogen and the other is methyl. 

23. The compound of claim 21, wherein Qj and Q 2 are each oxygen, one 
of Af and A 2 is hydrogen and the other is acetyl. 



AMENDED SHEET 



